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(n - 1 = n' - l = n2) 
[0 0 8 0] 



mSE# 2004-3105346 



2004-178808 



^-y: 19/ 



[ft 2 9] 



XX 

(b-1) 



OH (b-2)^ OH 



HO 




OH 



n 2 
(b-3) 



Wc 




(b-4) 



w 8 — o 



(b-5) 



n 2 



&2 



OH 




al 



(b-3) 



— 0 




OH 

°2 (b-6) 



w— o 



(b-6) + (b-2) 




(b-7) 



HO 



O — W 9 




-We 



(b-8) 



«2 



(b-5)tCDI^-&S5S 



n 2 



(b-9) 

v>iin' -1-C** (n> n' {i_b&<£> £ «3 ) o 

miiE# 2004-3105346 



mm 2004-178808 



^-v : 20/ 



[0 0 8 2] 

it&m (b-4) «><fe*W (b-5) ^n^y»RiStt, J^^ 3 

& o 

[0 0 8 3] 




<t*» (b-s) fcft** (b-s) fc©»*fEJStt. a*. 



[0 0 8 5] 

m 3 o i 




«2 



OH 
n 2 



(b-9) 



(b-10) 



w, 



s ° 2 r^/te 



(b-12) 



(b-ii) 



(b-13) V • 



(lb) 



* IF* * >*«HM*k tttt, »*«> * ****** 



4 



I0 0 8 (b-i o) o>K*m (b-i i) ^or^Kfttt. a*. ist^^Hv 

ttiiE# 2004-3105346 



mm 2004-178808 



21/ 



ry^bu^Atin^ DMFt«»t\ 5 o~9 ot^awswass**"*:: 
M 8 (b-n) «xt** (b-12) ^7uw, »#, 1 £*2I2If* 

»is (i c) -c«**L4«»«a**i-*«*tt*^— 9"- ^ 

[0 0 9 0] 
[ffc3 1] 



HCX^wOH TBSOk^^OH ~ 

" - (e.g.,TBSCl)^ HJ 

jfc^fifl)^® OTBS 



V 

OH 
(C-1) 



(C-2) 



(c-3) ?}<$m<Dum (04> 



TBS' 
(e.g.,BtbP-T MAD) 



OTBS 
(C-7) 



(e.g.,TBAF) 



H<X^Jo^ OBn 

OH 
(C-8) 



( e .g..TrCI) / \ <°- 6 ) 

Hof-^H (e-g.W-CB g Tr0 -^0^ Br 



(c-3) i *®m»&m (c-5) ? MS(D ^ P;1 

P" pM 



TrO^ 



(C-6) + (C-8)- 



(e.g.,NaH) ^ 



P (e.g.,TFA) 



OBn 



T,cM 



(C-9) 



HO^ ~ 'p" 
(C-10) 



[0 0 9 1] 



ffiSE# 2004-3105346 



mm. 2004-178808 



22/ 



Mb 3 2] 

(C-11) T^Kft (C-12) 

(e.g.,HVPd(OHy H^^°W°^V°Bn (e.g.,Fmoc-OSu) r 



P iy 

(C-13) 



FmocHl 

(C-14) 



Ji* 9 ( c - 1 ) tott&m ( c - 2 ) ^(7>7fcm&^«K{i > 01 x. tf «tt* k U T B 
JgRJS£-£& £ ^ K J: o"ClT*>tt*o 

!|fi7x;-^Wl. 3S101, 1* "T^ (N. N-^_J 

ill 9 ( c - 7 ) <Dit&® (c-8) ait. ns*©?*^- 

ft-fr* 9 (c-8) Mb-^fc (c-6) fc©l*frRJ5«U a*, 1 Si©7 x>> - 

iZ£oXlt&y>} (c-9) iWbtLSo 

mSE# 2004-3105346 



#M 2004-178808 



^-v : 23/ 



©<fc*W (c-1 0) ^©***oK««l±, ij*2 7 ^ 
-eft 1 I^IWSKRIB*** -cftt>ii&o 
illu-io) o-ffrfrft (c-i l) >*>WfcKfctt* * 

ft^* 9 (c-ll) SMfrfrW (c-1 2) ^T^Klbtt, lifOhV^ »15 
ai©7»F'J^t, DMF^jWft, »6 0TC, ft 2 BWBlMKlS*-**^ 

SKUBWii:i:±oT#e>it47^/# (c-1 3) »0. 8 4 Ja^^j y 
£Dn;U THFfoWe, aat?ftl^P^SRJS$-fr^>-i:kJ:oT>fT^tL^o 

i!4°(c-i4) (c-i 5) ^©*wt©K*wi, i^*OTicm 

M£6 (I d) ^*ZMto&m***+*tt'&x'<-*-*>*tt& 

(Ri o = R9 =7}c*^, Rs =7K*M^, X 4 = JMft£0 
[0 10 3] 
Mb 3 3] 




TIB^: (d-l) l±lffi*fi<JkX^«6t?*ao 
[0 10 5] 
Mb 3 4] 

q (d-1) ~ ^' 

. / ' * ' 

* (Id) 

ffiiE# 2004-3105346 



#® 2004-178808 



^-v?: 24/ 



[0 10 6] 
[0107] 

«£7 (I e) ^**tL*«^«jft**-r*«*tt^^-*-^***« 

TI5:£ (e-l) (e-1) ' ttBtft^nrtt-ciio 

[0 10 8] 
Ut3 5] 




T^;m<Di%m v r — 

^ , (le) 



NHBoc 



v 

(le) 

[0109] . . ^ . 

Id) J^liS (le) -ejESiL£«B5Mf£3££^£< i *> loWiOt*oT, #K 
^ (id) fcjsvi-ctts Ai **-o--c*ik A 2 «7;v^v>£ 

[0 111] 



miE# 2004-3105346 



#$f 2004-178808 



^-^1 25/ 



HO 




NH-Ya 



OH OH 



HoN 




NH-Yb 



HO' 




NH-Yb 



[0112] 
[0 114] 



ttiSE# 2004-3105346 



#M 2004-178808 



^-v: 26/ 




— Ya 




y 




NH-Yb 



v 

ifcMfc^-tf— ft* 



J 



[0 115] 

(S:* y a is i if Y b tefrm&T * « 7 5 y ^O^S^T'* £ ) 
[0 116] 

LTti, mtux, m%L&&, xv;v^ 3 >i^ ^-rns^ ib«*&\ mmm& mtt 
m^m-^mmm Mmt^m a, isbn 4-8079-ouo) 

ffigE# 2004-3105346 



#120 0 4-1 7 8 808 



-^-v: 27/ 



ij-bn-jv ^ ^ U lx— h (C AS= [1 8 3 0-7 8-0] ) , h 9xf 
3-/U SM^UV-h (CAS = [10 9-17-1]) W^lf-M>«^ (C 
AS= [13 2. 1-74- 0] ) ^O^»j£«]-r&o 
[0 117] 

[0 118] 

0 . 1 %~ 1 0 %EfiS&, 0 1 L < fi 1 %~ 3 ^WJ&iit 1 %~ 2 0 %M 

#4 L < li 1 %~ 5%mMS2£-*f£o tfc 2 0 %&±<D%kffiM<vmui>Mt L < > M 

-VUfct, ±E#Jfifi'0«a'fr«*s iag£7 0~ 1 0 OtCMLT, ^3-1 0B# 
M^lfrHlfe-rs (*^f-^«, rWfl^^^MWfeJ HC^k^RA, ISBN 4- 
8079-018 0) o 
[0 119] 

#k a^cjgau E£-#jka«u wwfcitau ^5T^j^c7)^wj^«i-^.ik^x^^o 

[0 12 0] 
[0121] 

ij^lo^yv-tifei.o u ;v^<^y v-^jk L"Cii> y-^;v (^*) 

r*yv-K y'ne* r^w-f, ( 

*9) 7J"JV-K 7^'JV-f, 9?y^ 

yV-K ^fT'JjV 7^'JWh, v^n^^rv;v 7^'JV-K 2 

y I/- K b^fvxfjv T^y V- K ^y 7* y l"- K v 7 

[0 12 2] 

tb|E# 2004-3105346 



mm 2004-178808 



^-v: 28/ 



[0 12 3] 

2lfRK*H-*S3R. -?-LTfOx.{fFK 5 0 6 CJ^V) K*H" 

^ K^-JV^ ✓'S&^'ffc (#!! = dexamathasontglucocorticoid 
receptor) . W>mi t r a p o x i n * H D A C^Hfti 1 

[0 12 4] 
[0 12 5] 

■fimwmf b*L2> 0 *RiSH\ «*.tf r^y-^ K<frjft©*Hfc*KU (ISBN 4-6 
21-02962-2, BH*P 6 O^KR) t:^T»^o #a&fc:JBv> $>*L 

[0 12 6] 

Wot, ^Jx.#M*p n n i: L-cant^ffl L#4*M^^iy f -e^)^*#^^'ffc^ 

ttlSE^ 2004-3105346 



mm 2004-178808 



: 29/ 



[0 12 7] 

tS^Kffiffl-rSifc^lB-e**). Soffit?** (J^T> SS77^-r^-^D7 
[0 12 81 

jtjpik'j Ko^-yy hfl^Ft**4**53&»**iwi"*i.tf iw*s. air. msk^mv. ( 

B^<£> -/n x * - AJPMJr <£>3t# I* £ *U£ , ^ fOWaLfMkto ^Ik^^I^ T?£ * £ 
JWUfe^jBjttOfflfflft (Ly s a t e) !K * fc^T«rSR4-ffc'fr***5>fllri6$ ft 

[0 12 9] 

(1) «***s *$&9l©B*ffi#fc8H!ii£«xe 

ttJ&KiRfcsfti*, mw&fot<oW:m*?&<oTM (2) t?*jfci-aH£**v»tt##ffci: 

T^i-^ifc^-eitHf#^IS5fe$tLi*, toil (2) -Cif©J:^«rM3S^«, * 

miE# 2004-3105346 



#M 2004-178808 



^-y: 30/ 



[0 13 0] 

f ffl v^c^f a ; y d 7 f r/ ^^^^aiS, ?nv^77^, -tax*? 
f7A, 7^r>-^^> NMR (ft^ofcii:*!:) fo&ftwffeKi ^ 4 

% v mm-* & 0 

efc & o 

[0131] 

«I4 0 RHUfeJ tit, Rtt+KflPfc-*-**?^ ?4t4^i:i±^©i, * 

9^*99. <&ft*<D9-ry Ytt) **aMtS*U It*. ^-f»i$^©t\ £ 

J^T> H^Wc* IJ^H^ blcfMHtcftH #3&>J& 

IBj^'b^ffiStL* ^OT*4o 

»#JitJ£ (%) ^ii^^A^-^^txioo 

[0 13 2] 

ft£tiH 1:17 — T l) ;i/ — 1 4 - (t e r t -7f ;v-^f JV-v5-JVt^y) - 1 
-H Kn + y- 12- I 2 - [4- (7- (ter t-W-^^-V7-;Vt^ 
v-#;v**-;v) ^-79; 4)V-**=y) - 3 i/^n^\^->;v] -l-^-f- 
fr-\£—M - 2 3, 2 5-y^F + y-13, 19, 2 1, 27-f h7^f^-l 1 
, 2 8 - 4 -7-9 1 - hU">^n [2 2. 3. 1. 0 4 • 9 ] 1 8 

-J^>-2, 3, 10, 16-f h7t>©M 
[0 13 3] 



tbSE# 2004^3105346 



#M 2004-178808 



^-y: 31/ 



[ft 3 8] 




OMe 

[0 13 4] 

! 7-71; ;v- 1 4 - (t e r t - W-^f ^-">9-^t^'» - l -fc Kn 
3^>_12- [2- (4-tKo ;l ^>-3-> >#y-'>^nAdf^/;i/) 
tf-;V] - 2 3, 2 5-v^ b^rv- 13, 19, 2 1, 2 7-f b7^fJV- 11,2 
8 _y^^t-4-7f-hU'>^n [2 2. 3. 1. 0 4 ■ 9 ] 8 
>- 2 , 3, 10, H-rf^tV ( 1 3 8 m g, 0. 15 mmo 1 ) , O-^y" ( t 
e r t _y f; v-^f;i,-y7-;V) t?^>Zf (8 6. 7 m g , 0. 2 1 8 mm o 
1 ) % y^f;V7 5 J tTU y> (DMA P ; 1 6 . 5mg, 0. 098 mmo 1 ) , 1 - 
[ 3 _ (y^f^r?;) ^ntf;V] -3-if **A'#^5 KfflW (EDC/HC 
1 ; 69. lmg, 0. 261mmol) 33 X Xf¥HLiY>* f - V > (CH2CI2 ; lm 1) 

0 #fc*ufc#*W**, ***-c«feijH&, ll-7^^->^ (MgS0 4 ) -eK*Lfe 0 

MgS0 4 *mm, «ETI1U; 0 i 9 LT#S> 7 At«8 

L (20%AcOEt (n-^*-frVt0 "C^ffi) . Iftfct* 1 7-7'^- 1 4- ( 
tert-7f*-^f*->7-*^y) -1-tKn^y-l 2- |2- [4- 
( 7 _ (t e r t-7f^-^f^-v?-^* + y-*W-A') A^^y>f)i/-t 
_ 3 _^ v^v-y^nA^V^] - 1 -^f-ZU-lf-*} - 2 3, 2 5-y>b 
^y-13, 19, 2 1, 27-f>7^f^-H, 2 8-ft*t-4-7f- PJ 
i/^n [2 2. 3. 1. 0 4 ' 9 ] t^a^-l8-x>-2, 3, 10, 16-rh 
(44mg, 24. 6%) fc&fco 

1 H-NMR (CDC 1 s ) * : -0. 1-0. 1 (12H, m), 0. 7-2. 6 (4 
7H, m) , 0. 8 5 and 0. 86 (18H, s),1.50(3H, s),l. 
63 (3H, s) , 2. 75 (1H, m) , 3 . 3 1 (3H, s) , 3. 35 (3H, s 
) , 3. 39 (3H, s) , 4. 05 (1H, m) , 3. 0-4. 4 (6H) , 4. 5- 
5. 8 (9 H, m) . 

[0 13 5] 

SUIftU : 1 7-7'j;V-l, 1 4-yt Kn^y- 12- j 2 - [4- (7-#;V*** 
^-^y^y 4 & _ 3 -pt > ^i/-->^D^^y/;i/] - l - > t?-;W 
- 2 3, 2 5-y^^y-13, 19, 2 1, 2 7-f t-5>f^- 1 1, 2 8-v* 
^^_4_ 7 ^-_ fijy^n [2 2. 3. 1. 0 4 ' 9 ] t^^-l8-i>-2, 
3, 10, 1 6-f l>7t>^)M 
[0 13 6] 



mSE^F 2004-3105346 



mm 2004-178808 



32/ 




[0 13 7] 

M&ffl 1 "CWISlbfc 1 7 -TV fr — 1 4 - ( t e r t - V* ~> 9 -JV^ 

*v) - 1 -fc Kndrv-l 2- |2 - [4 - (7 - (ter t-W-v^f^-> 
?^;l/3i-*v'-3&;v>K-;l>) ^T 9 * >> W - 3 b * v- n^vOV] 

_ j -^^-;i,-vf-;V} -23, 2 5 -/^^7-13,. 19, 21, 27-rF7> 
^;v- 11,2 8 4 -TIT- b'J^n [2 2. 3. 1. 0 4 • 9 ] 
3^-1 8-x>-2, 3, 10, 16-fl-7t^ (44mg, 0. 0 3 7 mm o 1 ) 
fcT-fe > - h (0. 8 8ml) ©S^»C4 6 -4 8 % <?> 7 y >f trfc* (HF) 7K (0 
. 12ml) *#*»HUllji.aa»C-C»«*ffbfco RE&^=S:lim^9-;V-7Kfl^^&^ 

, wmuTco nbtiti&nmi^ mk-*7**s*>* (M g so 4 ) -e 

(SftLfco MgS0 4 tiHtt, MEETiS^IL/co iH"CH^^»i*'>'J* W 
^A^ffiML (5%^*^-^ (^nn*K^) ) , |»fct4 1 7-T'J^-l, 1 
4 - v t Kn* v- 1 2 - |2- [4- (7 -*W*y-^ ^ 4 — *» -3 
_^ y^*,-*,? n^s^v;v] - l ;v-fcf-;W - 2 3, 2 5-^^h^fv-13 
19, 2 1, 27-tl>5^^-ll, 2 4-Tif- MJ n [2 

2. 3'. 1. 0 4 ' 9 ] t^3^-18-i>-2, 3, 10, 16-f b7t> (1 
4. 2mg, 4 0%) *n?z 0 

0. 7-2. 6 (47H, m) , 1. 50 (3H, s) 
5 (1H, m) , 3. 3 1 (3H, s) , 3. 3 5 (3 
, 4. 05 (1H, m) , 3. 0-4. 4 (6H) , 4 



1 H-NMR (CDC 1 3 ) 8 I 
, 1. 6 3 (3 H, s) , 2. 7 
H, s) , 3 . 3 9 (3 H, s) 
. 5 - 5 . 8 ( 1 1 H, m) . 
MS (m/z) 1 9 6 0 (M + ) 

[0 13 8] 
Siteo 3 : F K 5 0 6 #T O Y OX- 
[0 13 9] 

Mb 4 0] 



(TSKgel AF-amino) ^ 




[0 14 0] 

%k&m 2 TMMLtz 1 7-7'J^-l, 



1 4 -vt Kn*v- 1 2- |2- [4- (7 
miE# 2004-3 105346 



#M 2004-178808 



^-vl 33/ 



19, 21, 2 7-r- h7^f;V- 1 1 , 
3. 1. 0 4 • 9 ] 8- 
4mg, 0. 0 4mmo 1 ) , TOYO 
1 0 0 M 1 > MM7<;& (a v a i 1 
lmmol) > EDC/HC1 (9. 2m 

5 m g 



-%)]/ * i/ - ^"7 * S 4)1; -3 
-\£-M - 2 3, 2 5 h^rv- 1 3 
2 8-yi^t-4-7f-h'Jy^D [2 2 

i>-2, 3, 10, 16-ff7t> (38 
-^-;M#J3t (T S K g e 1 AF-amino 
able amino group) (i 0 . 0 

g, 0. 0 4 8mmol), l - t Ko^'W/F U TV-* (HOB t ; 6. 
0. 0 4 8mmo 1) is i & 9 J* A T 5 K (DMF ; 1ml) (Dt&W 

DMF-CtH*: 5Mffi&Ltz 0 ££l~&7jt« ( 1 0 0 ju 1 ) Si^DMF (4 0 0 ^ 1 

) *m?Liwmmi&x~mwLtio fotDMFt+»L, nhtitzFKs o 6#to 

YO/^-;vWtit«i-^^*^ffl^^o TOYO><-/HMBfcFK5 0 6 ©W^ 
«t4§OHBAltli4, HBD»tt3T2&* (fit, F K 5 0 6 K&hfrtftMXZtL 

[0 14 1] 

4 : F K 5 0 6 ft A f f i G e 1 WflB^JSi 
[0 14 2] 
[ft 4 1] 




[0 14 3] 

TOYO^-;vW^t»l)tAf f i G e 1 %AB (B i o-Ra dtfc) *fflv»*U^I> 
tiMit^fl3 fclWfc^SlwJ: 15 FK 5 0 6#A f f i G e 1 Lfc„ #<btL7cF 

K 5 0 6#Af f i G e mffili&jfc-f&ft^ifcfcJfl^fco A f f i G e 1«^FK 
5 0 6^l«t-5^HBAtli3> H B DSfete 2 (iSL, FK5 0 6K*b 

[0 14 4] 

nmws : -<o&f&: tfrvfrWi 6-ter t-y^->*^*-^7 

5 7-2, 3, 4, 5-f f7tKa*v'^^ ^^y-)^<D^ 
[0 14 5] 

Mb 4 2] 



ho^Y 1 V^' NH2 l)BOC2 ° 

OH OH &*&)Mto&94* 




NHBoc 



[0 14 6] 

D _^;v*5 > (5. 0 g, 2 7. 6mmo 1) fc, 7ft ( 1 0 0 m 1 ) ( 
10 0ml) £2rax.> «F»3*fco jfcftTV- t e r t - -fWJ* > 

(B0C2O) (7. 23ml, 33. lmmol) frill*, fcfc. IltJMaWLfc. 

^ctfU^v (2 0 0m l) fc»*U MT^^^'J^n^^f K (3. 7 4ml, 3 
8. 6mmo l) fcfcTLfco *»U S» KB***** %hfttz 

ftfrtfcffe, istf^A-e^Uco «EE**SLfcSL *&fc*tfc$Hfc 

m®E# 2004-3105346 



mm 2004-178808 



: 34/ 



^>'JA^*7AtiSL (*cm*;VA : * ?;-)V= 1 0 0 : 7Ti#tfD ^ EM*- 
-fZ^ftV^m 6-tert-y>^r'>*^^T5;-2, 3, 4, 5-rh? 
kKD^y^yJV x^f )V (3. 32g, 34. 4%) 

1 h-NMR (DM S O — d e) 5:1. 38 (9H, s), 1. 98 (3H, s), 2 
91-2. 97 (1H, m), 3. 10-3. 16 (1H, m), 3. 45 (1H, t 

) , 3. 5 7-3. 61 (2H, m) , 3. 7 2 - 3. 7 7 (1 H, m) , 4. 04 (1 
H, dd) , 4. 2 6 - 4. 3 0 (2H, ra) , 4. 53 (1H, d) , 4. 73 (1H 
, d) , 4. 90 (1H, d) , 5. 66 (1H, t) , 6. 08 (1H, s) , 6. 5 

2 ( 1 H, t) . 
[0147] 

^yxfl/yna-* (PEG) SMfcfctt* J v - : O - (2-^^ 

* 'jn^V7 5;xf;v) -0- (2 - t e r t-'/h*'/*^^?^*^) ^ 

[0 14 8] 
Mb 4 3] 



[0 14 9] ^ 

0_ ( 2 -7;;xf^) -0- (2 - t e r t -? \ *~># )U*-)VT * J 
A^txfl/V^'j3-;V (lOOmg, 2 13^mol) C^nn^v (l. Om 
I) bit 4 vyn t?;VT* > (5 5. 8^ 1, 3 2 0 ^ m o 1 ) in MT> * 

^'J;v^07^ K (3 1. 0// 1, 3 2 0 //mo 1 ) ^rfSTL^o 7K<%T2B#^^ft#L 

jjceftifK RStT^V^A-CKiilxfco W&mtfb^ «ESlt/:t> #<b*Lfc»«t 

(fta*** : 7*>>=3 : > Bttfc-rao- 

( 2 _>^^ijn>f;V7^xfjV) -O- ( 2 - t e r t -f h >l/#— /UT 5 ^ 

x:?-;l0 ■r^^^^.^V (69. 3mg, 61%) SrWfco 

1 H-NMR (CDC 1 3 ) * : 1. 44 (9H. s), 1. 97 (3H, s) , 3.3 
1-3. 33 (2H, m) , 3. 5 0 - 3. 5 5 (4 H, m) , 3. 5 7 - 3. 6 9 (2 
6H, m) , 5. 06 (1H, bs) , 5. 32 (1H, t) , 5. 71 (1H, s) , 
6. 4 4 (1 H, b s) . 
MS (m/z) : 5 3 7. 4 (MH + ) 
[0 15 0] 

M&Wl 7 : Sfcfcte* J - <d&j& 

(1) (2, 3, 4, 5, 6 t Kn*i/-A*->>) -fc/W^^K 9H-7 
v>- 9 -V ;v' ^^;v^7.-r;v (Fmoc-D-Wr/) <^££ 
[0151] 



Mb 4 4] 



Fmoc-OSu 
lOo/oNagCOg 



OH OH lTONa^u 3 0H OH 

HO->-V^ NH2 ~ HO-^V^NH^ 00 

OH OH OH OH 

[0 15 2] 

D-^a^V (9. 0 g, 4 9. 7mmo 1) *1 0 h 'J * 2 0 0 

m 1 tSC WlffU. Fmoc-OSu (16. 7 g, 49. 7mmol) £D 

miiE# 2004-3105346 



mm. 2 0 0 4- 1 7 8 8 0 8 ^-v : 35/ 

ME 2 0 0ml K**U RiS** Win*., MT3 0 3-|W*#Lfco *rffi LTtttfifc* 
flJtU 8bUH 2 OX3, ^ ^y-;WX 3 CTft8Hfc, «BET$£*U g^Fmoc 
#(2, 3, 4, 5, 6-^vnFn^->-Adf^/;v) -*;W^^9H-7JVtV 

^fjUXfil' (2 0g) £5e4lftl'#;fco 
1 H-NMR (DMSO-de) 8 : 2 . 99-3. 05 (m, 1H), 3. 17-3. 
20 (m, 1H) , 3. 3 7 - 3. 4 8 (m, 3 H) , 3. 5 6 - 3. 6 3 (m, 3 H) 
, 4. 19-4. 27 (m, 4 H) , 4. 30-4. 33 (m, 1 H) , 4. 39-4. 
40 (m, 1 H) , 4. 4 8 - 4. 4 9 (m, 1 H) , 4. 73 (m, 1 H) , 7. 09 
-7. 13 (m, 1 H) , 7. 35 (t, J =7. 2Hz, 2 H) , 7. 41 (t, J = 
7. 2Hz, 2H) , 7. 71 (d, J=7. 2Hz) , 7. 88 (d, J = 7. 2Hz 
, 2H) . 

MS (m/z) 4 0 4 (MH + ) . 
[0 15 3] 

(2) |6- (4-^*'>-7x-^) -7x^-n^>] -2, 3, 4 

[0 15 4] 
[ft 4 5] 




[0155] 

F m o c - D - 5 > ( 5 . 0 g , 12. 4mmol) ^'JyVlOOmlCll 

^t*»Lfeo -C9i£f££ 2 tUfiro^^ ^tfVv>l 00ml fc»*U £*&«ET 
TK^LfCo 4, 4' -v^ h*~> h 'JWD?^ F (5. 0 g. 14. 9mmo 1 ) . 
DMA P (1. 5g, 12. 4mmol) ti&Dx., W^^ISi^o < "5 t#SU> 
SSKT 1 7B$M*#Lfco Ify ^>*«HE«*Lfe^ ft**^5 0 0ml icr^rfl 

^yA^n^f^?'/ - (CHCla :MeOH=10 : 1) fc-C»»U BttaKfc 
6* (5. 0 6g) «$5 7. 9 %^-C#^o 

1 H-NMR (d-T-b b» 5 : 3. 2 3 - 3. 3 8 (m, 4 H) , 3. 6 7-3. 9 
5 (m, 6H) , 3. 77 (s, 6 H) , 4. 05 (d, 1 H) , 4. 18-4. 24 ( 
m, 2H) , 4. 3 1-4. 3 3 (m, 2 H) , 6. 5 1 (m, 1 H) , 6. 8 6 (d, 
4H), 7. 17-7. 42 (m, 1 H) , 7. 51 (d, 2H) , 7. 70 (d, 2H 
) , 7. 8 6 (d, 2 H) . 
[0 15 6] 

(3) [6- [1**- (4 bdf~>-7^~;V) -7x-*-> h*'/] -2, 3, 4 
5 ^ Th y^. X - (t e r t-7*f^-^^f ^-^>7-Jl/t^'» —^~>;i/| -ij 
;W*5 >^ 9H-7JVtI/'/-9^ ^f^r^jS 
[0 15 7] 



IUSE# 2004-3105346 



#M 2004-178808 



^-v I 36/ 



lit 4 6] 



Mi 




Fmoc 



TBDMS-OTf 




IDMS 



NHFmoc 



[0 15 8] 



|6- [tr*- (4 h *y-7i»JV) -7x^;v-^f J E->] -2, 3, 4, 5 
-r h 9 Kn^r^-A^->;vj - A ;w*5 >^ 9 B-7frjr v>- 9 
x*-rJV (2. 4 6 g> 3. 4 9mmo 1 ) £2, 6-;Vf-v> (1 5 g> 14 0 mm o 
1) i:#*U *^T«WUo TBDMS-OTf (18. 4 g> 69. 8mmol) 
£*9>o< *) ttoHtZo *.#T#&S»'\g5U -SfcflHSLfco 0 0m 

U *2 0 0ml Srim*.. MKT2ltWa^L^o ***S<bKS>* 
on^V 2 0 0ml &CT»ffiLfco i^* n n ^ * yjf A Ct^i 

5 : 1) fc-CHIfiU E&Wik&M (3. 5g) £«8 6. 4%£Tfcfco 
1 H-NMR (CDC 1 s ) 8 :-0. 1-0. 2 (m, 2 4 H) , 0. 72 (s, 9H 
), 0. 7 5 (s, 9H), 0. 91-0. 96 (m, 1 8 H) , 3. 25 (d, 1 H) 
, 3. 3 5 - 3. 5 0 (m, 3 H) , 3. 59 (m, 1 H) , 3. 75 (s, 6 H) , 3 
. 8 0 (m, 1H) , 4. 0 3-4. 19 (m, 3 H) , 4. 2 9-4. 4 1 (m, 2H 
) , 5. 18 (m, 1H), 6. 76 ( d , J = 8 . 4Hz, 4H), 7. 15-7. 2 
1 (m, 9H), 7. 27-7. 34 (m, 4H), 7. 47 (t, J = 7. 2 Hz, 2 
H) , 7. 6 5 (d, J = 7. 2Hz, 2 H) . 



(4) [2, 3, 4, 5 - r b 7 ^ X - ( t e r t - 7f ;v - f - 5 - -> 



[6- [If*- (4->^y-7i^) --7^;v-^ -2, 3, 4, 5 

-f FHX- (t e r t-7'f^-^^^^-'>7-Jl't^y) -^v^V] -#;W* 
5 yW. 9 H-"7;v* 9^f;v j-j-fr^xr-fr ( 1 . 1 6 g, 1 mm o 1 ) £ (3r 
K:^nn^r/=i: 10) »«1 0m 1 fc**»U iSi:t2W^Uo <&^P 

£&«m^*~>^KTf£;^U y'J*^*7A^n-7h^77>f- (n-^*^ 
> : ft||xf^= 1 0 : 1 ~ 5 : 1) PtiSL, BftjOT^n-;!^ (6 0 Omg) «r 
JR*6 9. 8%KT#£ 0 



[0 15 9] 



[0 16 0] 
Mb 4 7] 




[0161] 



ffilE# 2004-3105346 



mm 2004-178808 



^-vl 37/ 



1 H-NMR (CDC 1 s ) * - 0. 50-0. 10 (m, 24 H), 0. 77-0. 
8 7 (m, 3 6H)., 2. 10 (m, 1 H) . 3. 2 9 - 3. 3 6 (m, 1 H) , 3. 4 
3 - 3 . 5 6 (m, 2 H) , 3 . 5 7-3. 61 (m, 1 H) , 3 . 65-3.71 Cm 
, 1H) , 3. 7 5 (m, 1H) , 4. 0 3 (m, 1 H) , 4. 0 9 (m, 1 H) , 4 

2 7 -4. 3 2 (m, 2 H) , 4 . 90 (m, 1 H) , 7 . 17-7. 21 (m, 2 H) 

, 7. 29 (t, J = 7 . 6Hz, 2 H) , 7. 49 (t, J = 7 . 6Hz, 2H), 7 
. 6 6 (d, J = 7. 6 Hz, 2 H) . 
MS (m/z) 8 6 0 (MH + ) . 
[0162] 

(5) 2-^f^-7^V)Hf 2, 3, 4, 5-ff7 + X- (tert-^V-v 
^f^-V?-**^) -6- (9H-7A'tVV-9- / f^^ b^'>*^-^75 

10 16 3] 
Ut4 8] 

TBDMS JBDMS JL^CI TBDMS TBDMS 

Ho^Yr^ NHFmoc 5 " Y^Y\^ NHFmoc 

TBDMo TBDMS TBDMS TBDMS 



[2, 3, 4, 5-xh7**- (t e r t - f^fr-V *+fr- 9 S7-fr** 9 s) ~ 

;v(460mg> 0. 54mmol) fc, '^nn>^ (10ml) ^rtnx> MS&flE 
T\ 5tCt»L/;o ^^^'J;Vi^D7^ K (5 6 Omg, 5. 4mmol 

) i«TU. 7JCJTF3 0 3*#L|k lfii:-C3 05-FWt^o Kfc**fc**:fin*. 

VAtftMVfco mWk**^ «£E«»tfclfe, y'J*W7^n3^77^- 
CtigL, g^ti-S 2->f-^-T^U^Bfc 2, 3, 4, 5-rh7^- (te 
r t-ff-fr-y -6- (9H-7)U*I/>-9->f^>* 
->*^-;V7 5 7) -^dr->;v x^r^ (2 0 Omg, 3 9%) =H#^o 
1 H-NMR (d-T-b h >) 5 : 0. 0-0. 10 (2 4H, m) , 0. 9 1 (3 6H 
m) , 1. 9 5 (3H, s) , 3. 4 5 (1H, m) , 3. 5 5 (1H, m) , 3. 6 
0 (1H, m) , 3. 9 0- 4. 9 5 (7 H. m) , 5. 00 (1H, m) , 5. 55 ( 
1H, m) , 6. 10 (1H, s) , 7. 29 (2H, m) , 7. 39 (2H, t) , 7 
. 5 8 (2 H, t) , 7. 7 5 (2 H, d) . 
[0 16 5] 

[0 16 6] 
Ut4 9] 




SflgA 



[0 16 7] 

Sitf?fl5-CflS£L^^ 9* 6-ter t-7*>^->*^-;V7^-2, 3 

ffiIE# 2004-3105346 



#M 2004-178808 



^-v: 38/ 



, 4, 5-t FD^->Adf->;v (300mg, 8 5 9 // m o I ) 1 

, 4 (7 5 0 ^1), ^U-tn-;V ^^'JV-F (3. 50// 1, 1 

7/imoi ; mmMWkXMi 2 . 0%) &zVT\rex<<v°fm-\'V*' (aibn: 1 
. 6 5mg) Srtinx-, a*ft*Tl 0 0 2 ^MRlS$-*^o 

;V*;VA75 K (DMF) , ^^-/K yxf ;i/i-f ;Vt?t^i^Lfct, $cJ£T 
giH/:o#^W:fi2 5 7mg (8 4. 6%) <^*>, 2 0 OmgCfH^tn 
ttiy^nn^r/: 1, 4 -> ? t^^^= 2 : 1 : 1 rl^^Tfc 4 0ml ; S:llDi, 1 

s-e i «fw«#Lfc 0 Kt&ttTtk mm* i, 4 * 9 ; ->k 

-t/K DMF LfcSL 5 %y V t';Vxf;V7 5 y/N-> f JV- 2 - 

kfnV K> (NMP) Lfco #v>TN NMP, **>>->K Vs- 

A (14 1mg) *#fc a 4*, KU >RJ6KJ:!J*ai4»Kl&4. 9^mo 1 /m 

[0 16 8] 

9 : F K 5 0 6 ##Ji|A : WA-FKO^ 
[0 16 9] 
Mb 5 0] 




[0 17 0] 

»3t«8-ePt*Lfc#!gA (2 0. Omg, »75^i (available am 
i n o group) 149 8/imol) , 17-7^-1, 1 4-vtKn^y-l 2 
_ |2- [4- (7 -Ufri$* s s—*.'79 J 4 fr-X^i/) - 3 h*->-->^n^3r 
- 1 - 2 3, 2 b^fv- 13, 19, 21, 27-7- 

h7^f)V-l 1, 2 8-yt^t-4-7f-F'J'>^ [2 2. 3. 1. 0 4 ' 9 ] 
t^?3X-l 8-x>-2, 3, 10, 16-ff7t> (9. 4mg, 9. 8 fi m o 
1) , EDC/HC1 (4. 5mg, 2 3 m o 1 ) . l-tbW/WhVT'/- 
;V(HOBt;3. 2mg, 2 4^mo 1) ^ itfN-^f ;V- 2 -fn'j F> (NMP 
; 0 . 5ml) <^)i^«:ljitM#lfco KlSW»/aCtt HPLCCt 1 7-7'J;> 
-1, 1 4 -yt Kn^py- 1 2 - I 2 - [4 - ( 7 - TJJWi^ 9 s—^79 ^ >f ^^f- 
3 > ^r->-->^ n^dr->;i/] - 1 Vf — ;V| - 2 3, 2 b-V* V* 

y-13, 19, 2 1, 2 7-T h7>f;V- 1 1, 2 8 -V**^- 4- T^f- h V -> 
*n[22. 3. 1. 0 4 - 9 ] t^^37-18-x>-2, 3, 10, 16-rf7 
t >^t3(«t ^ ^ ^ "ell L^o Z.<D\%<DKJBmZ%!:&-tZ> tm9 RIB 
$r7&W&, DMF, *9J-fr^ yif;vx-T^> DMF : H 2 0=1 : 1 TWIt* 
-hfr»L*r 0 - £ fc&JdcftBi : DMF = 1 : 9 ( 1 . 5ml) tin*. 1 «fM»-c*# 
Ufco } 9 J — ^"C^feM5"^> KV >KJE&t J:*RJS»B*:ffv^ S#75^i^ 

BUMWr^Sfc < *4 *-e*fcjcftsB& : DMF= l : 9jR#»«tCJ:*RJ&Sr*fe , )>SU^o 
JS6*T*MMfc.» DMF, *9S~)l', ^if)H-fWt»l, #<b*trt:FK5 
0 6#»A OtSOtA-FK) WtlBfc-r*tt'ft-S»»Cffi^3fe 0 
[0 17 1] 

10 : * 9 9 u ?>5£fi^&" £ ^>^SIB co^-jjg; 

[0 17 2] 



ttiSE#2 004-3105346 
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^-v: 39/ 



[ft 5 1] 




[0 17 3] 

4 > 5_^>7t: Kn^yA^r^Jl/ ■xjfc-f-ju (30mg, 8 6 ^ mo 1 ) fc, 1 , 4 
L*/#s?y-y (7 5 0/1 1) > * 9 9 V (96. 2^ 1, 7 7 3 // m o 1 ) , 

^i;-tn-;v ^ 9 ? ij > (2 0. 6 fx \ , 8 6 //mo 1 ; $MR£iJiftj£ft 1 0. 0 
%) *5«tU f 7 N /tf^'f V^^-n— h V ;v (AIBN*. 1. 4mg) =Srtnl> S*5u5iETl 
0 01C-C2 4^HJRJ©S*^o #fetLfc?FiWfc«r^^*^AT5 K (DMF) , 

yif-;VJc-T-;V-e+^^^L^^ *JET«*$*^o W&*Lfc#B&l 0 1 
mg (72%) ia'J7;vin|i:y^nn^V=l : 1 8ml*lHIx., 

;Vxf;V7r//DMF», Mt?«»L7t 0 ^V>t?, DMF, v^^-x 

/UT-Hfrfc«s»Lfctk *JEETft*U S M t ir Z> (8 5mg) 

- >fc KV ^RtS^J: I9#lt*t"^30. 6 3 //mo 1 /mg^TU Wftt^it* 

[0 17 4] 

ft&fl 1 1 : F K 5 0 6 ##BWB : MB - FK<?)M 
[0 17 5] 
[ft 5 2] 




«flgB-FK 



[0 17 6] 

0"CWI*iUfc1»IBB (16mg, MMT^ym (available ami 
no group) ttlO^mol) , 17-7'J*-1, 14 -y fc Kn^v - 1 2 - 
j 2 - [4- (7 -#;V**4r 9 y — ^"f9 J 4 fr-** v) -3-> F^y-y^D^y 
_ : _^^-;v_tf - 2 3, 2 5 3, 19, 21, 27-fh 

^f-jV- 11,2 8-y*t^t-4-7f-h'Jv^D [22. 3. 1. 0 4 ' 9 ] * 
^^3^-18-x>-2, 3, 10, 16-f h7t'/ (38. 4mg, 0. 04mm 
ol), EDC/HC 1 (9. 2mg, 0. 04 8mmo 1) . l-liKn^> 4 /b 
(HOBt ; 6. 5mg, 0. 0 4 8 mm o 1 ) & <£ <J-)V*)\> A T 5 K 

(DMF ; 0. 5ml) ©S^ftiSia^iWft*:. RJ6«>l*j&tt-*fc 

l0 0%u*ofc, KJSttTlMMk DMF, **>>-/K 5>^;Vi--r*-e#I8£+ 

miE# 2004-3105346 



#JH 2004-178808 



^-y. 40/ 



#«fci£L;fco ££fc#fcM£HI: : K> (NMP) =1 

: i : 8 (i. omi) ^ix.iraiM#L^ 0 ^fDMF, 
i;ifM-f^t«*»U FK5 0 6#WB (WJ3WB-FK) fcfcfco 
[0 17 7] 

12 : ^ * * V ;i/|xf;vi:©^i:UflC<o^ 
[0 17 81 
[<t5 3] 




[0 17 9] 

MAI 8 fcTOKLT, »5t«l5t?P»UA:> ^^'J^K 6- t e r t -r^*>* 
)Vtf-)VT$. J - 2 , 3, 4, 5-x b7t Kn^^y^ x^r*(9 0mg, 2 
5 8 //mo 1) s *99V)l>m^fi' (2 8 9 /f 1, 2. 3 2mmo 1) , ^Un-^ 
9 9 U V- b (10. 5^1, 43. 8/iinoi; $*t*!lftKtt 1 - 7 %) . TV 
^^V/fn-h'JJV (AIBNU. 2mg) isitf 1 , 4-/t+tV (7 5 0 ^ 
1) £JBv>T. (14 1mg) *#ifco fcfc, - J' li KU ^RJfcfc* 

1. 5/nno l/mg«75/**WSit«IUo 
[0 18 0] 

Ml 3 : FK 5 0 6#WC :»J|C-FK©^ 
[0181] 
[ft5 4] 




[0 18 2] 

UmMl 2tiSLfcfIC (6. 7mg, »7<^i (available am 
i no group) lilO^mol) **« 1 1 i:R#KLTFK5 0 6#M! 

C (WC-FK) £#£ 0 ' 
[0 18 3] 

Hjl^l 4 : ^ * 9 U ;vfif;^^l^i:i <5>^hDo-£-j& 
[0 18 4] 



ttJ|E#2 004-3105346 



#11 2004-178808 



^-v : 41/ 



[ft 5 5] 




[0 18 5] 

si&m fcra»tcLT> »jtffii5T?p«Lfe^ y 6-tert -y Y^is*- 

;V^-;VT5y-2, 3, 4, 5 -? h 7 Kn*->A#i/fl/ ^r;V(15 0mg, 
4 2 9 «mol) , >^^'J^»if^ (4 4 l/i 1, 3. 8 6 mm o 1 ) „ V V *n - 
;u y^^'JWF (17. 5^1, 73. 0 M m o 1 ; 1.7%) . T 

Vt?*-* yyfn- > y;v (A I BN : 7. lmg) ^iWl, 4-V**tV (7 5 0 
tt 1) ^ffiv>T. Wfl&D (1 1 7mg) fc#fco - > * K V >EJ£C X *) Wt<t> 

»1. 3 //mo l/mgW75;i«t^i:^ilIL/; 0 
[0 18 6] 

jKjgc^l 1 5 I F K 5 0 6 #«D : #J3gD - F K©^JS 
[0 18 7] 
Mb 5 6] 




[0 18 8] 

KjtWl 4TP»Lfc»flWD (7. 7mg. MMT $ (available am 
ino group) (ilO^mol) **« 1 UBI*tUFK 5 0 6fttll 

D 0»ffiD-FK) fcWfco 
[0 18 9] 

1 6 : ^ 9 9 U f"*' O^X^K i e <D&J& 

[0 19 0] 



ffiSE# 2004-3105346 



#IH 2004-178808 



^-v I 42/ 



[it 5 7] 




1) AIBN 

2) TFA 



[0191] 

wk&ms tmrnizLx, mmmsxmuLtz^ y/w* 6-tert 

;i/5i?^;VT 5 7 - 2 , 3, 4, 5-f h5H Kn^^v'jV xXr;!' (30mg, 8 
5. 9^mo 1) , ^^^'J^fJV (8 2. 7^1, 7 7 3 //mol) > ^'J*o- 
;V ^^'Jl/-f (20. 6 /i 1 , 85. 9 ^ m o 1 ; 3§»Jitf£&> 10%) . T V 
tTX-f V^f-n-bUA/ (AIBN : I. 4mg) ii^l, 4-mt> (7 5 0^ 
1) £fflv>T, =»IBE (5 9mg) £#/c 0 fcfc. - > K V >S£fcJ: <9 #18+ 0 
. 8 9/imo l/mgOT^^ai^Wiii^ftBtfco 
[0 19 2] 

itjgffll 17 I F K 5 0 6 fWUBE : mffiE - FK^i 
[0 19 3] 
Mb 5 8] 




mmB «hme-fk 



[0 19 4] 

$431011 1 6X*mMLtzmME (1 lmg, iSg|T5/* (available ami 
no group) lilO^mol) ^, fBftffll 1 1 t H»£ LTF K 5 0 6 ttWfltE 
(WflSE-FK) Sr&fco 
[0 19 5] 

MMMi 8 : ^ U ;v^^-;vi:<o^S^twJ:S^JitFo^ 
[0 19 6] 



ttiaE# 2004-3105346 



#gg 2004-178808 



^-v: 43/ 



lit 5 9 ] 




[0 19 7] 

Sit^fl8 fcHttCU, lHft0»5 , T?ll»Lfc.*** , JJl'l* 6-ter t 
;i/^^75y-2, 3, 4, 5-f h?K Kn* 4 /^*'/* x^ r ;v (90mg, 2 
5 8^ mo 1) . *9 9Wfk* s f'*' (248^1, 2. 3 2 mm o 1 ) s ^V-trn-;V 

y^^iJW-h (10. 5 /i 1 , 43. 8^mol; WlkWMXM} 1.7%) > T V* 
tfT.'f V^fn- > U ;v (A I BN : 4 . 2 m g) is J; V s 1 , (7 5 0 ^ 

1) £ffiv>T, »j»F (17 1mg) ^#/:o KV >KBK X «9 lit fc» 

0. 8 4 //mo 1 /mg<075 ^ £ fcAMBLfco 

[0 19 8] 

1 9 : F K 5 0 6 tttfflt F I #J5|F - FKC^JS 
[0 19 9] 
[lb 6 0] 




®mF «»F-FK 



[0 2 0 0] 

8-CP*lLfc#fl&F (12mg, MW-T < (available ami 
no group) (ilO/imol) i0> «*« 1 1 £ IWPltK LT F K 5 0 6#MF 
(«F-FK) £»*:o 
[0 2 0 1 ] 

fijf'N 2 0 : 9 ? } ) kWl* f-frb <o&m&i>~ i 4fIG^ 

[0 2 0 2] 
Ufc6 1] 




1)AIBN 



2)TFA 



miE#2 004-3105346 
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^-v: 44/ 



[0 2 0 3] 

umm 8 1 mm~ it, m&m 5 -epji tfc> * * v ^Bft 6-tert-/^->*. 

;v^-;i/75y-2, 3, 4, 5 - f 1> 7t Kn*^^ x^ 7 JV (15 0mg, 
429^mol) > > D ^BM^ (413^1, 3 . 86 mmo 1 ) > ^U-fen- • 
;v y*9>?W-\ (17. 5 // 1 , 73. O^mol ; ^^JjiJ^^ 1.7%) . 7 
Vtf^-f vyfn- h VJU (A I BN : 7. lmg) fc-fctfl, 4-mt> (7 5 0 
^1) fcJBUT, tlG (2 4 3 mg) KT/REW 
& 1 . 5 // mo 1 /mg«75 ^ aifiW^i - * t 4r*l& Lfco 
[0 2 0 4] 

fij£0I2 1 : FK 5 0 6##J3WG : WG-FKO^ 
[0 2 0 5] 
[^6 2] 




[0 2 0 6] 

$&til2 0-ePilL/c^laG (6. 5mg, It7 5 (avai lable am 
ino group) lilO^mol) WkM 1 1 fcRH*fc L"CF K 5 0 6*Mtfll 

G (WG-FK) **#fco 
[0 2 0 7] 

9lj&fi| 2 2 : 'J;V75 KfcW&fi'g-fciSflfrffiHO'&JS 

[0 2 0 8] 
[^6 3] 




1) AIBN 

2) TFA 



[0 2 0 9] 

«&0I8 iPI»t:Lt, llWST-IISLfc^^^U^i 6 - t e r t -^h+V* 
;i/^;V7^-2, 3, 4, 5 -x h 7 H Kn* v"s4r~>;i/ (3 0mg, 8 

5. 9/amol) % ^^^'J^75 K (65. 8mg, 7 7 3 ^ m o 1 ) . *n-;i/ 

9 9^) Is— > (20. 6^/1, 85. 9 // m o 1 ; &9MWkBt& 10.0%) . T 
ytT^>f V^f-n— b V ;v (A I BN : 1 . 4mg)iSXlfl, 4-vtH> (7 5 0 
1) *JBv»-C\ (9. 7mg) KU 0»JB*fc 

j&O. 72/imo l/mg^T^y^^-f^^t^StSL^o 
[0 2 10] 

SiHJ|2 3:FK5 0 6#flH:WH-FK^i 
[0 2 11] 

ffiliE#2 004-3105346 



#M 2004-178808 



s<-P : 45/ 



[ft 6 4] 

?H OH 




NH 2 " H^^^O^Y^^ Y^"^^^^ 



FK506 



IH 

mmn ^BgH-FK 

[0 2 12] 

Hiit^2 2T'H^L»J3hH (4. 2mg, i£tt7 3 7* (available am 
i n o group) Ii3. O^mol) J: 1 BftJfc-T 

& F K 5 0 6 #fiH (»H - F K) £#fc 0 
[0 2 13] 

Mit^!l 2 4 : * * * V ;vt 5 k t <^*S^t* * &#flt I w^-sS; 

[0 2 14] 



[ft 6 5] 



[0 2 15] 

ftjt«l8 tW\m~LX, »jt«5-CWI*Lfe>^^V^Bft 6- t e r t-^F^v* 
;VsK-;l^75y-2, 3, 4, 5-fl«7tKo*i/A^^V xxr* (9 0rag, 2 
58^mol). ^^^U^T^K (197m g, 2. 3 2mmo 1) , ^'J-trn-;v 
S» * * V V- h (10. 5//1, 43. 8/imoi; 3SH$iJ2ftfti& 1.7%) , 7 Vtf 
X^y/fn^HJ;V (AIBN: 4. 2mg) j3ilFl, 4-v ? **^> (7 5 0 // 1 

) zm^r^mmi 0 9m g ) &#/c 0 **3 % -ytK'jvaoci^ii^Kfto. 

79//mo 1 /m gtf>7 5 y^^fti"^ i t *HfRLfco 
[0 2 16] 

mm.m 25 : f k 5 0 6 nmm 1 : « 1 - f 

[0 2 17] 
[ft 6 6] 



FKS06 



Stfigi 



[0 2 18] 

mT&M2 4-epML/c#J3tI (1 3mg, j&g|75y* (available ami 
no group) tilO/zmol) XVWU&Wl 1 K&^tt&lzmK. U#)b-i~Z> F 
K 5 0 6tt#J§fI (ffimi-FK) *»fc 0 
[0 2 19] 

{±SiE# 2004-3105346 



4#M 2004-178808 



i-*J : 46/ 



m&w 2 6 : ^ 9 * u )vr < k t (o$k%&\z. x zmm j o-g-js 

[0 2 2 0] 
Ht6 7] 



1)AIBN 



" H o^ ° 2)TFA 



OH OH 



[0 2 2 1] 

fcRfllCLT, «jS«5-CP*Lfc^^^ , ;>l'Bft 6 - t e r t-/^'>* 
;i/^?-;VT$ J — 2, 3, 4, 5 —T h 7 t Ko^->a^->^ x^f^ (150mg, 
4 2 9 // mo 1 ) . 'j;VT5 K (3 2 9mg, 3. 8 6 mm o I ) . -fen — /l> 

^i'^VU-h (17. 5^1, 73. O^mol ; 3M&#Jift£tt 1.7%) . T V* 
lf^>fy^fn-b'J^ (AIBN: 7. lmg) ii^l, 4-vt^t> (7 5 0 ^ 
1) fcfflv^T, mm] (6 2mg) KV >RJ£K «t ljtfjffi+fcifo 1 

. 2^mo l/mgOT^^afoWHEtit^lBLfco 
[0 2 2 2] 

SftaS-W 2 7 : F K 5 0 6 tfflfffi J : #J8t J - FKO^« 
[0 2 2 3] 
[ft 6 8] 



FKS06 



-FK 



[0 2 2 4] 

fij6W2 6-CW«Lfe«fflt J (8. 3mg,ll75;« (available am 
ino group) lilO^mo 1) ^ Sjtffl 1 1 K^tz^m^m C> B&3t"f'& 
FK5 0 6#flJ (flJ-FK) *ntz 0 
[0 2 2 5] 

(1) O- (2-7?JW5Kx^V) /O^ifV'/^'Ja-A'^S 
[0 2 2 6] 
Mb 6 9] 



Ha K^o7^° H Ha ^o-)^ 



[0 2 2 7] 

7^;H5 K (3 1. 3g, 213 mm o 1 ) \ZT b7tKn77> (600ml) > 

mm 2004-3105346 




#!H 2004-178808 



s<-z? : 47/ 



n-;v(50g, 177mmol) Rtf 7x-*W7^ > (5 
5. 7g, 2 13mmo 1) *M?LtZo *?*T, vM V7"n fjVTV^*^*^^ V- > 
(4 0%f;vx>it, 98. 5ml, 195mmol) «riTLfct, ^jft"C»«*^ 

)Vijy^mW:\^ (ftSSxf;v:7-bhV=4 : 1 -CfcSFtH) , IftttJO- (2-7* 

5 Kif ;V) /<y^ifVV/V3-^ (3 2. 7g, 4 5%) &#fco 
1 H-NMR (CDC 1 3 ) $:3. 58-3. 69 ( 1 8 H, m) , 3. 71-3. 7 
5 (4H, m) , 3. 90 (2H, t) , 7. 71 (2H, dd) , 7. 85 (2H, d 

d) • 

MS (m/z) : 4 1 2. 2 (MH ) 
[0 2 2 8] 

(2) 0- (2-tert - /h^VS^-A'T?^*^) ^/^xf V'/^'J3- 
[0 2 2 9] 

Mb 7 o] 



_hig (i) tWL/cO- (2-7^H5Kxf;v) ^^xfv^'j3-;v (8 
13g, 19. 8mmol) 8 NiM*. (25ml) £3}D;i. 5 B*Hini*fc*iftS*fc 

#<bft£7KJf Kv**^> (80ml) fcjDitfcfk TfcM^ > V A***-CpH9~ 
lOCliLft^t, i?-tert-/W*^t-l > (5. 1 9 g, 2 3. 8mm 
o 1) «rtnitfco IH?mwaffL«:«, Rfc**^*l»LS?** , 9->*tt*Lfco 

gf=$p^;v: T-t h 1 : 0~ 1 : 1 , i^fci-^>0- (2- t e r t-7h 
^->*;V*-)V7Uxf^) ^>^xfl/V^'j3-;V (4. 6 6 g, 6 2%) 

° H-NMR (CDC 1 3 ) 8 \ 1. 44 (9H, s), 3. 32 (2H, t), 3. 5 
4 (2H, t), 3. 60-3. 69 (1 8 H, m) , 3. 73 (2H, t) , 5. 22 
(1 H, b s) . 
MS (m/z) 13 8 2. 2 (MH + ) 
[0 2 3 1 ] 

(3) 0- (2-ter t -7 \ * s sl3 frtf-KT 5 7 xfjf) -O- (2->^'J° 




[0 2 3 0] 



[0 2 3 2] 
Mb 7 1] 



WWW?* 1 ?** 





NHBoc 
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^-v! 48/ 



[0 2 3 3] 

±13 (2) tilUcO- (2-tert-yF^>*W-^7?;xf;v) ^<>* 
ifl/y^'J (4 . 6 6 g, 12. 2mmol) tyif^-f^ (15 0ml 

) fciJDx-fco fcfVi>>- (3. 7ml) XW^V^n7^K (2. 3 7m 

U 2 4. 5mmo 1 ) £tn;U 1 B%kWLtz 0 >W Kn^y > (0. 8 g) 

#e>*L*:ait*'>'j Atiii (nm^jv-^tb) ^ Bfi&fc-r&o- (2- 

tert-^^y*H'-;V7?;ifJV) -0- (2-^^'Jn^W^yxf;v 

) x b y^j-vyyv (4. 4 6g, 81%) *ntzo 

1 H-NMR (CDC 1 3 ) 5:1. 4 4 (9H, s) , 1. 9 5 ( 1 H, t) , 3. 3 
0 (2H, t), 3. 54 (2H, t), 3. 60-3. 68 (16H, m) , 3. 75 
(2H, t), 4. 30 (2H, t), 5. 06 (1H, bs), 5. 57 (1H, t) 
, 6. 13 (1 H, b s) . 
MS (m/z) : 4 6 7. 3 (MN a + ) 

[0 2 3 4] 
mikM2 9 iMK^jfc 
[0 2 3 5] 
Ut7 2] 

6 HO «MK 



[0 2 3 6] 

«jt«2 (2-t e r t-y>^**#-*75yxf*) -O- 

( 2 U n^Vt^yxfA') x b 7XfV>^'J 3-;V (2 1 2mg, 0. 4 8 
4mmo 1) , 1, 4-y**-9-> (4 2 4 ^1) , ^'J-fen-;V V * 9 9 V V- Y ( 
11. 6^1, 0. 0 4 8mmo 1 ; Will 0%) &HVT'S*X4 h 
(A I BN I 0. 8mg) X *) % »JS« 8 t»Lt, BWfc-TSWli&K (12 2 
mg) £#£ 0 4*, ->H K'J i «9 3 . 8//mo l/mg©75; 

[0 2 3 7] 

0 : FK 5 0 6#«WBK : fJIK-FK^iS («*£-) 
[0 2 3 8] 
Ut 7 3] 



(^ A crf-' 0 )r^NH 2 




»I§K-FK 



[0 2 3 9] 

WL&W2 (2. 6mg> M7^i (available am 

ino group) fi 3. 8^mol)i«9 Iftfl 1 1 fcj&^fc^tfcfc!* i » "T 
4FK 5 0 6WWIK (flK-FK) $r#fco 
[0 2 4 0] 

i :fiLwM (fL'fbm^) 

[0 2 4 1] 

ffiiE# 2004-3105346 



#HI 2004-178808 



49/ 



lit 7 4 ] 




[0 2 4 2] 

SBi$]2 &-?mULtzO- (2-tert-yh + ->*;V^-;V7^xf;v) -O- 

fh7Xfl/>^ij3-;v (I8 8mg, 0. 4 1 
8mmo 1 ) (9 8mg) fc, W*zu-)\, =J* 9 9 U V- Y (2. 

0 1//1, 0. 0 0 8mmol ; $MftMWk&L%) 1.9%) . tfV ir ^-Is^Vyv )V\£ 9 
y*J-7*JV-Y (54mg) -IWT^^e-^A (lmg) 7ft*#i& (5. 4ml) £ 

£<m&Lfz 0 ^X^ h'J7^toffiH: 1, 4 -y^-^r^^= 2 : lfl^-^4 0 m 

tSfel^U h V * A L£?&, TjC, DMFWC^L/;! 

»j£«3 2 :ttffiMo«A («?«•£■) 

[0 2 4 3] 
Mb 7 5] 



[0 2 4 4] 

»M28tiIU;0- (2-tert-7F^y*;i/;i?-;i/7?;xffl/) -0- 
(2-^^^')n^;i/t#">xf^) f h?xfl/>^ij3-;i/ (18 8mg, 0. 4 1 
8mmo 1) (9 8mg) tC,^V-bn-;v S^^^^yv— h (2. 

01^1, 0. 008mmol ; mffimmm%) 1.9%) . *°'J lf^;V7J^-;i/ [ l 0 
0 0, S^tMtS] (5 lmg/2. 6m 1) SOT*;Vy->A (1 4mg) 

A-*J**^y=2 : i : ii^M4 Om l fcUniU 5Nf^« 
#Lfc 0 RJSS»7&, Wffi* 1 , 4 — v^^-^r-^-V. DMF-C-HMfejjUfctt, 5%SMv 
^n^xf^7 5 V/DMFW, li&-(?»«jffiLfco DMF. * 7 - 

[0 2 4 5] 

JSji0!l3 3 : : ^ 9 9 6- (9H-7;vti/>-9-^;v 

^F^yA^'xjvr?;) -2, 3, 4, 5-f h?kKD^>My^ ^*x;K£> 

[0 2 4 6] 
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mm 2004-178808 



: 50/ 



Hfc7 6] 

oh oh ***v;U&*p^hk 9 ? H 9H 

HO^N^kA^NHFmoc ► \^ a ^Y A V A ^ NHFmoc 

[0 2 4 7] 

ili7tigLf;Fmoc-D-^*r/ (10g, 24. 9 mm o 1 ) tcfefct: 
(3 0 0m 1) %a%T*??V)\>m?V7<4 K (3. 8ml, 4 0. 0m 

mo 1) ^iTL^fl ^za-e««#L7t 0 7k<£T\ (1 0 0ml) SrtJPx 

7At»lt ( 7 Dn^;vA: ^^y-;v=io : l -eitffi) > ^ * / -;v- 
-r^i ^IMb^v^ g^ti"^,^ 'J )vm 6- (9H-7;^v>-9-^^ 
^ b^y*JV^-;VT^ /) -2, 3, 4, 5-f f?isKD*W/* ( 
2. 2 9 g, 22. 1%) £#£ 0 

1 H-NMR (CDC 1 s ) * : 1. 95 (3 H, s) , 3. 16 (1H, bs) , 3. 
3 5-3. 4 0 (3 H, m) , 3. 6 8- 3. 7 2 (3 H, m) , 3. 82 (1H, bs 
) , 3. 88 (1H, m) , 3. 97 (1H, m) , 4 . 17 (1H, t) , 4. 40 ( 
2H, m) , 5. 37 (1H, bs), 5. 61 (1H, s), 6. 16 (1H, s), 
7. 30 (2H, t) , 7. 39 (2H, t) , 7. 56 (2H, d ) , 7. 75 (2H 
, d) . 

MS (m/z) :4 7 2. 2 (MH + ) 
[0 2 4 8] 

[0 2 4 9] 
Ut7 7] 

° mm 

[0 2 5 0] 

»jtW2 8-eWURLfcO- (2-t er t-/>+->*;V*'-)V75;xf^) -O- 
(2-^^^'Jn/f;Pt^*>xf;v) 7->7ifV>7')3-^ (1 9 3mg, 0. 4 2 

9mmol) CSHW (16 6//1) , hijxf VV/'Jd-^ ^^'JV-h 
(4 9. 2 M I, 0. 18 4mmol ;»Mli)4 3%) , ^'J^'/xf VVV* 

tr^>*y9^U->*#ift (79mg/79ml) *inix.fcft, & < LfUfrbtli £ 

l^o aMftiftTv^-^A (o. 7m g ) ^Jjnx7 ot:-c«wt> DMF. 
*t>?i<ftiiHfc. h'j7**n»Bfc: l, 4-mt>:^nn>* 

^ : *= 50:35: 10: 5 l 4 m l fctrax., MM.-^^nmLtz 0 BLBfcT 

fk#ft*l, 4 -v^^V, DMFT+^ifrU $<bK£»tfC^ b V 9 A7jt?#?j£ 
-DMF«^«fCifc»-Lfc^ *-DMFS^«, DMFt?+5*»C«fc»L»]|&N*»fco 
K«; VRISHJ: WJItfK&JO. 3 5 Ommo 1 /m 1 WT^Wftt 

[0 2 5 1 ] 

5 : FK 5 0 6 #WJ3SN :«N-FKO^ 
[0 2 5 2] 
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^-s? : 51/ 



[ft 7 8] 



tSflitN 
[0 2 5 3] 



o 




o 



FK506 



WIBN-FK 



9&tH 3 4 -CWULfcWfl&N (jtHitT 5 0 /* m o 1 JliijlM) J: 0 SifrWI 9 

(tlA-FK) K^ttm^mts lWt"t*FK 5 0 6#»IIN (#J3|N-FK) 

[0 2 5 4 ] 

HKfli i : &&nm. 

(1) 1 y s a t e^OplM 

9*b©lH(2. 2g) tft^ftA (0. 2 5M'>a?n-^, 2 5mM Tris^ 
y7T- (p H 7 . 4) , 22ml) KjH?, b «rft*tfe, 9 0 0 0 r p mt 

1 O^WiS't^MILfeo »'MMi±i**3fc*K 5 0 0 0 0 r pmt^C 1 5 4MB»'frfl- 
tttfco - 7 L-C#fbtL/c±tt«r lysatet LTffflLfco ^ti"t^<"C 4 "C 

( 2 ) fa'e!"^i£ 

_t|BL£:FK5 0 6 fc|g^L£#«7 7 -r -T 4 - IM&Srfflv^-CJBlTO^IR-C 1 y s a 
t e k<OJg^Sfe*ff ofco &*3, 1 y s a t e liiMAt 1 / 2 KftRUTtti Lfe 
o FK 5 0 6#T0 Y O^-JMsflW, F K 5 0 6 ft A f f i G e 1 #IBl±**i-P*t 1 0 // 
K*H»A-FKtt0. 1 //mo 1 *@^55\ tlfCilB-FK-flJ "FKI± 1 . 0 
^mo lttMfr*&mVtz 0 Sfc, WffiN-FKttl. 0 // m o 1 Lfco 

FK5 0 6^7-7 -T4-mmt 1 y s a t e (1ml) £ 4 ICT***, #a»fcig 
t9 Lfco ±ifrfcifc§. 5*ofcFK5 0 -x-f -^JiW^Zi^AT* 

U#^a/;FK 5 0 6^77-f =-T 4 H»fllfc2 0/z 1 ?)SDSf 1 o a d i 
ng buffer (nakalai cat.NO=30566-22, s 
ample buffer solution with 2 —ME (2-me r c ap 
toethanol) (2x) for SDS P AG E) SrUflx.. 2 5 1 0«-M 
jJD^L/Co L-C#ibtt/c^f>'7 p ;W^^-ftJFI<75SD (BioRad ready 

Gel J, 1596SDS, cat. NO=161-J341) "0»ML, f^SDS^ 
#*ffc»± SCANNER JX3 3 0 (SHARP) ^ilflmageM 
asterversion2. 01 (Pharmacia Biotech) l:fflv\ Jt 
tfi^SlIi3<7)FK5 0 6#TOYO^-;«^ Lfcfl^f-©!^ F 

KB P 1 2 (/OK4) *£ , tr-ft&»&4«£<&'*>' K (;*> K 1 K 4 ) SrHiRL 

|t(l. 0) fcLTffl*t«fc5£*ftLfc (#JffiA-FK~»IIBJ-FKfcov>TI±*&** 
HI l KTF-f) o BUfcfr 3-7*9 '/7n y h KJ: »9 K4fFK 5 0 6 <D9-Yv h 
FKBP1 2-C*Stt4:*BLfco 



F K B P 1 2 M<7)5I l) © 3 F« t ti-ftif ^ 7* V V (^>K1) > TPf* 

(;r/K2) ^ ^U-fe;VT;v-7»t K-3 -U V^^t Kn^t-B KffliS L 

, FK5 0 6#TOYOA-;v#ii:^a?|}:^ (MM) LTv^o WA-FK- 
J — F K lZ-o\/*Tl±M 1 frb7fi%iXZ> X 0 Kv>-f fL<D 9 >s*9 R k^&ywmM*'®. 

m-tzztizx *)mmK*<D3?&m&>*mtt%M^<Dm& (mm) nmmzn, fkso 
6#Af f i Ge immzM^tzm&bmn&fct^gEmmmwmibm&ftztL-z^&o 



[0 2 5 5] 



[0 2 5 6] 



tliSE# 2004-3105346 



#IS 2004-178808 



^- v : 52/E 



(FK 5 0 6) *®^l:n-ti:iot#?>WFK5 0 6IMW±^<^ 
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^-v: 1/E 
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